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Abstract Fibrotic interstitial lung diseases (ILDs) are commonly encountered in scleroderma where they significantly influence prognosis. The mainstay of treatment in idiopathic fibrotic ILDs for the past 30 years was based on the combined administration of prednisone and cyclophosphamide (CYC) or prednisone, azathioprine plus N-acetyl cysteine, recently proved ineffective and harmful. Rheumatologists also despite ''facts'' showing that CYC treatment has no beneficial impact on fibrotic ILDs in scleroderma continue to commit the same, in a manner of speaking, ''faults'' by ''treating their fibrotic ILDs by immunosuppressants.'' In this issue of the journal, Panopoulos et al. (Lung, 191, 483-489, 2013 ) recognizing the minimal effect of CYC on fibrotic ILDs in scleroderma patients and the increased use in clinical practice of mycophenolate mofetil (MMF) as an alternative, report that MMF use to replace CYC in this setting is not supported, confirming that restoration of purely fibrotic damage in the lungs remains one of the most challenging fields in medicine.
Fibrotic nonspecific interstitial pneumonia (f-NSIP) and usual interstitial pneumonia-type pulmonary fibrosis (UIP/ PF) are commonly encountered in connective tissue diseases (CTDs) and especially in scleroderma where they significantly influence prognosis [1, 2] . In scleroderma, although f-NSIP is more commonly expressed than UIP/PF, prognosis is not related to the specific interstitial lung disease (ILD) subtype but to the severity of lung damage as reflected by the decline in diffusion capacity [3] . Indeed, in scleroderma patients the distinction between UIP/PF and f-NSIP is of minor clinical importance, because most patients with f-NSIP pattern definitely progress to fibrosis regardless of treatment [4] . On the other hand, the kinship between idiopathic NSIP and idiopathic pulmonary fibrosis (IPF) in the non-CTDs context is a matter of discussion [5, 6] .
The mainstay of treatment in idiopathic fibrotic ILDs and especially in IPF for the past 30 years was based on the combined administration of prednisone, azathioprine plus N-acetyl cysteine or prednisone, and cyclophosphamide (CYC), although individual physicians raised concern about the effectiveness and the significant toxic side effects of this regimen [7, 8] . Concern was fully satisfied recently when an interim analysis of the PANTHER-IPF study proved the ineffectiveness and harmfulness of the above combination [9] . Following the same pathway of thinking rheumatologists despite ''facts'' showing that CYC treatment has no beneficial impact on fibrotic ILDs in scleroderma patients continue to commit the same, in a manner of speaking, ''faults'': ''treating CTDs related fibrotic ILDs by immunosuppressants'' [10, 11] .
In this issue of the journal, Panopoulos et al. [12] recognizing the minimal effect of CYC on fibrotic ILDs in scleroderma patients and the increased use in clinical practice of mycophenolate mofetil (MMF) as an alternative, report the results of a 2-year case control study comparing the effect on respiratory and imaging parameters of MMF or CYC treatment versus controls. The authors conclude that MMF use to replace CYC in this setting is not supported. More precisely, they found that lung function parameters did not change significantly in MMF, CYC, or controls after 1 or 2 years of treatment. MMF treatment was associated to significant deterioration of lung computed tomography findings at 2 years, although the disease burden of ILD at baseline was higher in patients receiving CYC. The above findings are apparently in contrast with the results of a recent retrospective study by Fisher et al. [13] who report stabilization or even improvement in pulmonary physiology parameters, such as FVC and DLCO in a cohort of 125 patients with CTDrelated ILDs, including scleroderma, as well as with few other studies published previously [14, 15] .
The ''strongest and cleanest end-point'' for phase three clinical trials in fibrotic ILDs is all-cause mortality [16] . However, mean survival in patients with CTD-related fibrotic ILDs is referred to be over 10 years [17] ; thus, clinical trials lasting 2 or 3 years could not possibly show a difference in mortality. The use of surrogate to mortality endpoints has been heavily criticized in IPF trials where the change in pulmonary physiology parameters has been used as such [16] . It is now clear that even marginal declines in FVC between 5 and 10 % do not equal stability as previously thought but are related to progression of the disease and increased risk of death. [18] . Even lower declines 2-6 % in FVC are associated with increased risk of death. However, in CTD-ILDs trials not only a deceleration of decline or stabilization but also an improvement in pulmonary physiology parameters is reported, an apparently encouraging sign possibly reflecting ''restoration'' of lung damage [13] . However, this finding should be interpreted cautiously for the following reasons. First of all, the natural history of CTDs related fibrotic ILDs appears extremely variable for reasons not yet elucidated. There are patients who remain stable for a long period of time and others that present slow (most of them) or rapid (a minority) respiratory decline. Occasional patients also may experience the devastative development of the acute exacerbations of fibrotic ILDs at any time point of the above clinical courses [19] . The nonfrequent occurrence of acute exacerbations in scleroderma fibrotic ILDs might relate to the lesser exposure of these patients to the toxicity of steroids because of the fear of renal crisis development [20] . Therefore, spontaneous stabilization of fibrotic ILD for long periods may influence the interpretation of the results in therapeutic interventions that use surrogate end points. Secondly, it is not uncommon to encounter in lung biopsies from fibrotic interstitial pneumonias the organizing pneumonia pattern which either ''by stands'' or clinically overlaps the fibrotic pattern of UIP or fibrotic NSIP [21, 22] . Organizing pneumonia detected in such cases is reversible with immunosuppressants and its resolution could correspond to the marginal improvement seen in the pulmonary physiology parameters. Such an improvement in no way corresponds to a ''restoration'' of fibrotic damage. However, surgical lung biopsies are not widely used in scleroderma patients as it is an invasive method related to morbidity and provides histological findings of little prognostic value [23] . Last but not least, interstitial chronic inflammation, although a modest feature of fibrotic NSIP in sclerodermaILDs [3] could be suppressed by immunosuppressants and corticosteroids, giving a further explanation of the minor beneficial effects reported. The study by Fisher et al. [13] refers indeed to a heterogeneous population where the presence of ILDs that are not fibrotic could influence the results of the applied treatment.
The study by Panopoulos et al., as reported by the authors, is not an intention to treat analysis and potential patient's selection biases could influence the results. Eight of ten patients in each group had already completed 24 months of treatment. Evaluation of ILD in the present study is done through pulmonary function tests and HRCT scoring, whereas BAL and histology characteristics are not available. The requirement of at least 1 year of treatment could have selected a group of patients were all ''reversible'' parameters of scleroderma related ILDs were already suppressed, shedding that way light on the fact that restoration of purely fibrotic damage in the lung remains one of the most challenging fields in medicine.
In conclusion, what do we know up to now? We know that fibrotic ILDs develop in more than two thirds of scleroderma patients with lung involvement. We know that all the drugs that have been used for CTD related fibrotic ILDs are potent immunosuppressors with well-described toxicity. We also know that in the archetype of fibrotic ILDs, the IPF, all these drugs not only proved ineffective but also harmful. We understand that in the context of autoimmune milieu of CTDs related fibrotic ILDs the most attractive treatment approach would be immunosuppression. However, we are wondering what are the facts to support this strategy? Rheumatologists should learn from pulmonologists mistakes and avoid fixing a fibrotic lung by continuously attacking it with drugs of no proven efficacy but of fully proven lung toxicity and predisposition to severe infections. Even more importantly, rheumatologists should be enlightened and intrigued by the controversial and modest results of their own studies concerning the treatment of fibrotic ILDs in scleroderma patients and proceed to the development of well-designed clinical trials based on the ''primum non nocere'' concept of Hippocrates, on the distinction of fibrotic from nonfibrotic ILDs and on the selection of new drugs that could substantially change the natural history of fibrotic ILDs as documented by the interpretation of data under the prism of robust and clinically relevant endpoints.
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